200

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

TTTOLQUTUTTOaT o000 00000000TOQ

400

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

TTTOLQUTUTUTOaTOLoOoO00000000000TOQ

600

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.

TTTOoTLO000Q0Q00000Q0TOQO

10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 170 180 190

MESKVTFQ VHCEGNI RFG-DGVDL SDFVMISKG DRPAERTFQSI YSVILLRGFRI DQEVYTNVBVSVVWWSRAI EGYFVEL MPVDSTAAVRRYVQVAFERSWPLVI FVSVQEKDTNVSVRTEDVEG-SNAGDVVG-SVENEENQ”REEQAMGVADECGERVG | VDEMEREDSDNEQAEDDASSDEECDVVATDVWANEDFSG

210 220 230 240 250 260 270 280 290 300 310 320 330 340 350 360 370 380 390

LVI SEGDHVPVEYKENEVI EGARYAHKDENVKEAVKHVAVSL CREFRVVKSTNYVYEVRCVKEDCVRVHAYKCGKVINDYVKVS| VTEHKCYL QGVEKYHRNI TSAFVASEMYSSVWCEKYRGQ LTAI GCDGNNQVL PVAFAFVESENTESVWVIFLERVHI AVWRVRPNVCL | HDRHAGVL RAI DYL ONG/DEKGL PAKWD

410 420 430 440 450 460 470 480 490 500 510 520 530 540 550 560 570 580 590

VRSRVCVRHVIGANF YKOFKNKHL VEL FKRL CAONCEKKFNEL VDKL DEL TTKQTDEQSRRPQVEGDE | PLGALHDD”PTVRRRSGSS| RNFSQN ENEFKEKVSLLFDTDGSRYG MITNLAEVYNVWIVRGVRVL PLVAI VEFI LHGTQAYFRDRYKKI GSVADNNI VECNVVTKYNVEDKI KKARRHRVVAQGT QVH



AK105254. q
15231097. p
15218652. p
15237244. p
1ir3_IRK

1i as_TGFbR
2phk_Phk

610 620 630 640 650 660 670 680 690 700 710 720 730 740 750 760 770 780 790
800

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
Llir3_IRK
1i as_TGFbR
2phk_Phk

RYElI MYVDRSRRG YRKQAVCQECVL KADGGCT CSCVKPKL HHL PCSHVLAAAGDCG SPNVYVSNFFRKEAI FHTWSEE! YGFG SGSYTTLSAQVFY! PDPSKLRVKKGRROTRRI RNDIVDESEAGGRT L RCSKCDL RGHT YKKCPKNAEV P SGADASFPSGQASDGVAYDT PALLNRAI DRNHRSFLSAVEGAQLGTFR

TTTOLTUTTOoTOLoOoO0000000000TOO

810 820 830 840 850 860 870 880 890 900 910 920 930 940 950 960 970 980 990
1000
|

N TR UURE BUUD BEUDY BEUUE EEUE DENTE DEEY DR DU DU DU DUDEE DRSS BUSEE FUDEE BUSEE SEUEN SESEE ENUE ENEE RNEE DR DN DU DU DU DU DS B BUUEE BEUUE ST SEUUE BTN DN DR D
IVBPPHLLLLLLALLLSPPL

MPVBRHGALAL TTSFLLAAVA
MALTI SI SCFSSYFVSLLL

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
Llir3_IRK
1i as_TGFbR
2phk_Phk

RTSREV. RVDPRHVPW. RAAGL L PL CRL VEAAADDRDPAKRVDADRSL L AAL VDRVRPETHT FHL PCGEMAPTL QDVSYLL GL PLAGAPVG VDGVFG/KEDI TARFEQVVRL PHLGPTSTLPPYSTVG SKAW. L QFTADL L HPEADDYSVRRSL EAYL LW FG/WMFTSTHGHAVDFRL VHYARS| ADAQ~CQDVFPQW

IKRFI NSTVTFSVTVTI AVI | FF

MDI VPWA LCCCLVLL SWAYGLGSVAS

MRVFETRAREW LLVKLVLFTSI WQLASALGSMSS
METRCSLLFLSLI LLYL KPGSGFGSSG

MQP~NSHI FVI | TI SSLI | TVSAYGSTGT

TTTOLUTUTTOoTOLoOoO0000000000TOO

1010 1020 1030 1040 1050 1060 1070 1080 1090 1100 1110 1120 1130 1140 1150 1160 1170 1180 1190

DY RN DY DY DY DU DU DU BUDEE BUSEE BUSEE BUDEN BUUSE DRSS NS DENSE DENEY DRREY DN DU DUSEE DU DRSS BUDEE BN DU BESDY SEUEE SEUEE ERDE DY DY DS DU DU DU DU DU B BN
LLASS~SFPLPTI Al AAVSNSSSNPSKQHLACGL VPAA GYRI SCASVSNRSAAAPHVYAYGGDGT CSPYSAWAGDGYL CSAAP-TSSPPMSVRWADL NEA RVYRGRVL SAVSGGGESVCGLVGE MXCVRC GAPARVGFSAVAVGGEGFVCELWG-SGEVI GGGEVWCRE

VFLPG-HAAARQFSTVAI SNSPD ATVWCALVRPKD VPDDVPGAKLRCTSMPTGEVMSY! SADVPYNAI AAGTDFL CGL MA-PNGGHAANVRWASF SDEAAANRSRPVGRRL YWGPSL RAL SAGGPHVCGL SDAHD-PTCVEWP~GL SL PKGLDFSRI AL GRDFL CGVWKGNASAMI CFGGGVAPPAFAGAAS
LVLSSFSFVCFSLSTVSI SH SN QrLVCALN NHSYLQCSSFPLNSI PFSLTCGNLR NRRFSGVVSGNGFVCGL| SRLDSNTSTLLCVRFSVDGTNVL H KRl YHGELEELEAGNFRI CGVERVSRRLRCV\Q-Y YLPRPDNYRSI ALCDNFFCGELSQ GM SCEG | AKVPSGDH

1200

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.

MVGSGVARDCL HYL L DCSAVGTAAAASSSSRDSV

o000 o0co000TOO



83583593.q SWGSAVLAATYRALCEACTKTDAGAI | AGCPM.LQLWAAERFAI GRPVWDSARPYGVGRSAQWPEDG-TMGT YWCRRGVRRGY PDFVFEFDRL Q~SDVI VEPYTEEAVAARAPL GLSSLCTRDQDYW.TI LPMVFDI FVEPHCPQRVIVRQFGL RQVFPGNVQPTVPPSDHSL TRRGOLAGAL VAPRVQQYVDDVWILATEEV
51520004. q

57050017. q

15228781.p LLSPVTSLGSGSTYAWYGSDTVCALI SGQ-TCRI LCYDTRLNI NVTLN-GVSFSS| AAGDNFLCG RSGGYSLLCVDNI GSYSPNRKRI YONDNVLLETLSVGDKQN CATVNGTNSLKCVRGSVSDOSKPPNERFRS! SSG-— -~ VGFSCGVSI RNNRI LCWGTDPVKSNQ QTGFENTPIMTI SAGKSHACGLNTTGNL
AK101339.q | AVSYCGEDG VFCGLNSDGSHLVTCFGADASVWYGAPSR | PFVGVTAGDGFACGLLLDTNQPYCWGS-NSYVKI GVPQPMWEGAMYSEL SAGDNHLCALR TSVKG-~FHSLNGDTSVI DCWGYNMTATHTVTGAVSAI SAGSVFNCGLFARNRTVFCWGDESVSGVI GLAPRNVR
15231681. p | Al SYGEGGSVFCGLKSDGSHLVWCYGSNSAI LYGTPGH LQFI GLTGEDGFMCGL LML SHQPYCWGN-SAFI QVIGVPQPMTKGAEYL EVSAGDYHLCGLR K1 VGRRKNSNI | SSSLVDCWGYNMTIRNFVFDKOL HSL SAGSEFNCAL SSKDKSVFCWGEDENSSQVI SLI PKEKK
15232759. p | AASFGGSA-FFCAI DASGRQDVI CWEKNYSSPSSPSSSSSSSSI ASSTSASYNE PSVAVL SGEDGFLCG L SNTSQAFCFSSLGSSSGVDLVPLAYRTTAYSQN AAGNSHVCAVRGAYYSDHDSGTI DCVEI TRATNNNSL I AKENNFYDQ! VSNLVFNNI VSGDGFSCGG-| RDGGVLCFGPN-~SSNLGFNTTSDN
15225044.p | AAAFGENG FFCAI DASCKQEVI CYDRGNTNRSLNRPFPCGEI SGYS MTSLSGGEGFLCAI TSNTSRAFCVNLEDZSE -~ NLVPRAFQYNSYL QI ASGNNHVCAI SGLYYSG-DYGVHCVEYSDNTNFTSGLLVIN-SSFHN-YI DSLVFRKI VSGDGFSCGV- TKDGDL VOG- K-~ SNLLNFSNNEE
AK105254. q

15231097. p

15218652. p

15237244. p

Llir3_IRK

li as_TGFbR

2phk_Phk

1210 1220 1230 1240 1250 1260 1270 1280 1290 1300 1310 1320 1330 1340 1350 1360 1370 1380 1390

DY RN DY DY DR DU DRSS DU DU DD BUDEE BUDE BEDEN BEDEY SEUSE BEUDE BENUE DEEE DY DU DU DS DU DU DU T U U TR BTN BTN B
FM_LAAGERHACGVDDGGVVGCGEAAAVAAASPPRI SRAVSTVAVGDAVTC VL WGNWTVSCUWPEGE - ASPPPAL AGQQFVAL EAKGKVVCGVL MEDYSL QOMGAGVA VRKVF

| VAVAAGHRHACAVDDDGGVECWGEG -~ YFPDIVRPGDL PADVKSVAL GRNTTC-| L DGDDMWRCWG VEVPEEYRRASFVSI EADGDTVCGVL TTNFSVWCWENERFHG RHLI FND GACATVGNCSS

YI Al AAGSRQACAI TVDNDVECWGQTQSL PREK FLALAVGEDRGCGVRWENGTVWCWENNNNFSL PQTLKDI HFTSI YAKGMFCGVATRNYTLI CWENENFKSGVFTPFQGLT S

MALVGGL GQATTVAQLVGADVGG LI SVI MKAALTAQONK -ECEQLARR VFM AELLPHLCQDPEVMRRPEI QR LVGLDDTMREAHELVI SFQ

MALVSGL GQAATVAQLVGADVGS LI SM VQAAVTAQHNKKECEQLARR AFM AELLPHLRDEWCLPEI RR LVGLDDTEREAHEL VVECQ

MAGEL GNAATVAQLVGADL GG LI SKI | QAAATARRNKAECEQLAVR ASM YDLLPHLQH"EVVRR"EVLR LALLEDTEREAHQLVTCCQ

MAVVIGGL GQAATVAQLVGADVGG LI SSI | QAAATARGNKRECDQLARR VVM ADLLPHLCDPEVIVRRPEVRR LAEL GDTIIREAHELVASCQ

MASGLGQAATVAQLVGADVGS LI SVI MQAAMTARCONK - ECEQLARR VFM AELLPHLQDPEVMRRPEVRR LAGL

MI'SI PDHLVSPI FFRVARDGDVGRAGASGDGGAACRGG RRWPHL HDHPGGVWHGSAEQEKVRAAGT PRLEFLM AEL L PHLQDPEVMRRPEVRR! LAGLEDT[EREAHEL VASCQ

LVETNRVAETGSRL TNKEGN-DLSAI ALVDVTGHAATVAQLVGADVGG LI SM NQAAMIAQGNKKECEQLARR VFTI AELLQHLQDPEVLRR7EI RR LTGLDDTREAHEL VL.SCQ

MALVSGL GQAATVAQLVGADVGG LI SM MQAAMTAQONKKECEQLARR VFTI AELLOHLCDPDLLRRPEI RR LTGLDDTEREAHEL VL SCQ

MALVGGL GQAATVAQLVGADI GG LI TM MQAAMTAQONKKECEQLARR VFTI AELLOHLCDPEVLRRPEI RR LTGLDDTEREAHEL VL SCQ

| NELFPHTEENYRDYLRAYL PRTRARVTFTPDAPEPHVAAVT DAY P THRDRDYFVAVIVRAI SASRREAVAAEEENRAL S EARI ASLSLQLDERLLLRAADARLSG FNGFRGLIRAAGROL AAAPRPHLRRRL L CRRRHRGGCSAEGAADT GGRMAS] Al

1400

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
Llir3_IRK
li as_TGFbR
2phk_Phk

NMEEARVG-EADSDGGG RRRRRCGRCRRTATEEAEKAAR REA
| Cl GNNDSGQLNVI APDQ NLYSSSL SLGSNFTCAVRI SNNSVVCWEGECGAERFNNVTDSI SFESI SSGYGLI CGLI SSN-LSI MCVNPTNFSRI FLPFPEVLPGYCVESSS SSLCSCHYYPQSDKLCSGTG Sl CKSCPI QFPASPPSQFPL
FQSI GAGGYHVCGVLEN-~AQVFCWERSL EMQQVSTPSSTDDGDVNI VPNDAWSWGGRFHACG RSLDHQVACWG -~ FTLONSTLAPKGLRVYAI VAGDYFTCGVPAET SLKPMCVWGHSGPL. MAVSPG CVSDSCS HGYYEYANHCEVGSGSKTCKPANSRECL PCSVGCDDSYESSPCN
FQKI AAGGYHVCG LDGLESRVLCWGKSLEFEEEVTGTSTEEKI LDLPPKEPLLAVVGEKFYACG KRYDHSAVCWG-~FFVNRSTPAPTG GFYDLAAGNYFTCGVL TGTSMEPVCWGEL GFPASEPLAVSPGLCI DTPC GTHELSNQ ENSPCKFTGSHECL PCSTSCPPGWKSVCT
FQVLAACGKNSVCAI LNL - SREVKCV\CGE DESFVNSPMNDSRFVSLTAG RHFCG REDNHEVECVG NSNFSLI PKGSGFKAI ASSDFI VCGE REED L VL DCWWNGSSTEAYDPLEL CSPGVCR-AG”CNEKEFAFNAS| LNEFDL TSLCVRKEL MYCSPCGSDCSHGFFL SSSCT
FEVLASCGRNSVCGVSKD-SGQLHCFG DETEFGSLPNR-RFI ALSAGANHYCG REDDHGVECWGRNLNSSSSSSAPNTSGFVAI SSSDSTTCGVREL DL VL DCVRVHDSSKADYSPPLEL CSPGVCSPRGNCEDG/FAFNASI LKESEL TSLCSFHNLNJCLRCG SCLEGYFPSSTCN

TTTOLQUTUTTOaT o000 00000000TOQ

1410 1420 1430 1440 1450 1460 1470 1480 1490 1500 1510 1520 1530 1540 1550 1560 1570 1580 1590

1600

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

TNNFASDRL | CRGGVENVHVERL SDEREVAI KQFHDDL S| YASKYDPFVTHYDHDEFYCRSI EEFNTEHTI LSHI RHKHI | RLFGCCTERQYKRKI KL S| VCVKKEVVL L Q°MKRLLLVFEYMKNSSL DKHL HGSL SSSSPVTTSWEVRLE! LLGVCRAI DYLHTH-TR>VI HRDI KPSNI LLDSNW/TRLSDFCGCSI TW

TTTOLQUTUTTOoaT o000 0000000TOQ

1610 1620 1630 1640 1650 1660 1670 1680 1690 1700 1710 1720 1730 1740 1750 1760 1770 1780 1790

AU DU DEURY DEURE DEDEN DEUEE DESEE DU DRSS DU PENSE DD DR DU DU BN SN RN RN DR DI DD DD DD DD DU DU DI DN DN DN DU DU DU SR RN BTN BN D B
AK109788. q GDVSVCYPCGYT
AK109954. q EQLVWCQPCKLPL
15238823. p ELM CD

57050018.q DDETEGSDYPMAGTLGY! DPECM | TMYPKPTMRHCDAGVL FAL PLI EAGEVWEL LDRRLLATEPTAKGQL QAAEL VAHTAASCVQL EGKDRPAVBEVVAKL QEAVEL VEGVDRVATI AQLTGVDAL GLI STI VQAAQAVCRNKETCGQEL VGE! QLI RDLLRV.QDPEMVCREE! VNVL SGLEGTLKEAYALVTSCRDCST

1800



83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
1i as_TGFbR
2phk_Phk

TTTOLUTUTUTOaT o000 00000

2000

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
1i as_TGFbR
2phk_Phk

TTTOLTUTTOaTLOoOoO0000000000T OO

2200

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
1i as_TGFbR
2phk_Phk

TTTOLUTUTTOoTOLoOoO000000Q0000TOO

PPVAL ST SNSSSSSSSQBKEKRRSNLAI
NASRLVVGNGT SKNAAAP TDSGKNRKAVKVANTAA-CVG IJAAPVVAGLIL YL AWRKRG

FARI SQGD

1810

1820 1830 1840 1850

T P DU DR D
SA-GAGSALVAL LAALAAVYYLRRH

LKRNDGEFDTRACONSKNKTVSRRNI AFVVCGCVGTFSLLLVISHRI FKSHCRCR

MYRFFMG/KQADQFRRI KKKI GKHERFYPM SHADL TRREEKIBANSAAL
ROAERFREV QSR DSYMRVFPFI SHEDI T YR
RLADKI RSV QARI DSYMBFL LI SHEDI | HR-~M.
RLADRFRDV QSKI DSY[MRVFPFI AHEDI Tl YR
ROAERFREV QEKI DSYMRVFPFI SHEDI T YR
RQOAERFRDV ESSI \VFPFI SHEEVTRREDL HN
ROAERFRDV QSRI DSY[MRVFPFI SHEDI Tl YN LL
RQADRFRDV QSRI DSYMEL VPV SL{EDI T YN LL
ROAEKFRDV QSRI DSYWELFPVI SHEDI T YN LL
RVADAARDI SADI TAVQVRLNRGEHL TDVECRAT FDRVCE!
ROAEKFRDV QSR DSY[MELFPVI SHYD TRREDREYNI L
KEM EVTEAARENDENQ
SPSTSSPPSKALT AFAI VGRYGAFAGJCSRVYCLWIG
KCASDECVSFCLSQKRT KNR-~~KFVAFQLRI FVAEAFAVI [BVFSVTAI ACLY
SCSSHDCSSNCSSSATS GCKEKCKF QL PI ATAE[JGFAL FIVARVSI TAALY
LCONSSCSDI CKLHNSN-+ F>DKHWHOL LI | GSCASALLI | (i GCCWPRI VT
LCONSSCYG CKI RATKSKEHECKECREV | || GCCSVGFLVMEI GESFI PKMTK
SCRADSSYATCRSJTARSPLPLSRR
SCKAGSAYAI AVSSAAST
SCNCESAYAI CDTYNVIN

EDPSLDRPFI SEGTTLKDLI YOI TTSGS

2010

2020 2030 2040 2050

EETF
=FNF

SALRYL

1860

2060

1870

1880 1890 1900

SSSPVSGRI HAEPTGTAPR
GKKNATVQLGESSTLTLCRD
VHDSGRLDDTRTI DI PK
STCSSQDAQDVPASS-~STSHS
VLLPNDHTPVPSPS-~AGSQT
| STGDGDCRTMASPS-~ADSQS
| LAPNDTAAASSSS -~ SAGSS
VLLPNDTTLPSASAGH PNHEM
I LVPNDTTVPPSPSVGSSTHD
TNTPGPSTPAFPVPPN
TNTPGPSVPAFSVPPN
NDVAGSMBPVSMQ

DAAKMYVKEPHG

VCLCKKKVHNSVQ-TI TRGGSNSRS

1910 1920

VRYKLRHCQCSKNE - LRLAKNTT
| RYRLRNCRCSEND - TRSSKDS
SPNKEDGAANQFKS -~ Cl GK°DL
GSKRDDEERSKMICCFCFDKNSV

SGVGGRRRAL PAAA
SGSTSSKASAPPES
RRRSKVIEK

2070 2080 2090 2100

|
SPSS

KSREI S

2110

2120

KVDSSAI
EFHYTSI El
SPRRK
KTSPDHGREESL
NSNLSLAVEE!
ADSVQGHI L
AAAAFCKI DLI
ETSG &I DI

AKIVKKFCEKET.
KASDVKKSSKI
VESDKOKNSNI
AATI | HTNTI
AATI | HSNNI

RR EVi

VDOV VODOZZT

TTTVENNNNNVSQVI
SSSSSSKSEQTKKLE

ESASLRERI HglL
SREER:

ELREATL

DN WIOVDOVDOVOVNILZZZ.

7
<

1930

2130

1940

RAI MRVFSCRSAVDVVPPAAGYAAG FGTGASSSHAGRT G- TSQF YDDDL HGADHQDVL GSSQL GGAPEAHT QEQ EVTPVQAGRVCGRAVFPPDRLTYSQGH! RAQGRRDRETDVRCE!

ATADRVCQFDCS
ERSDQVCVYNCS
ANSDRI CT-CS
NADRVCTF-CS

1950

[ N PR BN DU BN DR |

VERRL SALLSKG NTT
LEGAVI MPAPEAS LG

LEKRLCTLASLGN"GQ
NPEARAEEVNDEFEKGEVWTQS!I NEVERHEAGH
RELEL AEEAAGEV VFRGEEG
LLQRRLVLHGDGE
QSDQ YNI LVSNDTTAASSPSSAGSL QSPDALE
VLQ LSNFI VLEEE
LVFVDVWRKVASHGKG
VPAAQ
SPPAQVATQFVW-~RGTHGV
VPASQDTAKI CANVKEPHRV

DLPFHLI STTRVEGRYR

VQEFSFN

1960 1970 1980 1990

NSSNSRSL SI RROGSRVL SMRRORSGT SS
YSFRKDNVKI Q“DVEDLKI RR
AFTKDNCGKI RZDLDELCKRR

DTDQ-~~PLENVSPAPSVT
EADPDPVPHQEVLLPTAVSLG
REGDGGEASSAAA
| ED R
RH
2140 2150 2160 2170 2180 2190
AT P P P
RAYECCVVEEEEHS LFQKK

VKEK-ROLLFPPFRK
VKEK-ROLLFPPFRK
FRKE




2210 2220 2230 2240 2250 2260 2270 2280 2290 2300 2310 2320 2330 2340 2350 2360 2370 2380 2390
2400
. N P TR R DT DU D O B P DT PR PN BTN DU BT DR DU DR DR B DR S|
AKL09788. q DGDNAAAGDGGNA ERCVTAGVE LR EDVYSFGVVLLEL L SGEKA! (184
AKL09954. q SSSATATPPAACSTSS T L E838DVYSFGVWLLELVTGRKAl Beee
15238823, p EEDDVSHLSLH LIRS DVYSFGWWILEL L SARKA! [ENNE
57050018. q EAECVD- | LIS DVYNFGVVM_EVL SGRRAI 02l
83592968. q TDHCCD L GloVYsFowM EVL TAKG ! [RS8
83562731. q VECTAE-M LIRS DVY SFGVWMLEL L TGKKAI (8
AK106925. q MERPS-T PUIASE DVNSFGVWM EM_TCKR! FEM)
57050012. q RECSSE L | RS DVYEYGVVM_EVL TGRKAL E0xT
83583613. q DDI KCRNA LYoV YSFGVWM EM. TCRARE
57050004. q G DHWDL LINERAY DV SEGVVM_ EVL TGRKKENES EEVKEKKT - EECVEEEKREECDQQERKNTEEDKE - ESEEDCKTT
51520005. G GHGEN NSV VY SEGVVM. EVL TGRS EEVEKEKT - EERVEEEKREECEQ ECKNTEEGKESEREEDGK T
57050005. q G GHEDT LINESYD! YEFGVWM_EL L TCKK(gRES EESEEKK REDKREECEEEACKREEVEKE DT
83583593, q EEKAETD AN VTSRV RIERE Y. FDEESVERNREEVKEREK T EEF EEDEKREECAEEEGENT QDDKEESERQEEEKT
51520004. q G°GIDI N LNEIID! YSFGVWMLEVL TeKRE KEEVKE EKREKCECD GKNTEEDKEESEREEEEKT
57050017. q ANDDNG TN G DV YSFGVVLEVI TGRRAVENAS EE
15228781. p LGKDHNPYCRT LIS DV YENGVVL L ELL TGKRAI [ZxNN]
AK101339. q ADSGTPLSE LIRIREDVYSFGVVLLE! LSGRKAI pYes
15231681. p VDSGSPLAE LRI DVYSFGVLLLE! LSGRKAI B YN
15232759, p NEKN L GDVYBFGVWLLE! LTGRE(330
15225044. p RDSSN S0V YBFG VLLE! LSGRKAI [Bams
AKL05254. q LEISIDVFSFG LLLE! NSGRKAI BYeR
15231097. p NVDDCKVKST LEIQIDVFSFG LLLEI | SGRKAI BN
15218652. p NVDDERLKYT LIEDVFSFG LLLE! | SGREAI BN
15237244, p GEDKKI R LENSIDVYSYGWLLE! VSERKAI RIS
1i r3_I RK ETDXXRKGG ERESE D\ SFGVVLE!
1i as_TGFbR ATDTI DI APN /L DDS| NVKHFESFKRABIZ =EJARRCS| GGl HED
2phk_Phk GEKLR | | ECSVNDNH GYCKEVBA MIAES PFVHRK
2480 2490 2500 2510 2520 2530 2540 2550 2560 2570 2580 2590
2600
Foo ]l I P T PR DU DR DRSS DR DTN DR DY DU DRI DU BN DTN S DN DN DR DU BN DI
AK109788. q SGS AACDEYEEGGAGAG GEPALSRSCTDGSTAT
AKL09954. q SGs TL CEESVDRSSAAAQQONSSRHGGSDVSRSESDD SPFHTREFAGVGHGRSNSAM
15238823. p EN SABAACL TAPKT ETVSRSNTY
57050018. q EDHGDGDGDS [ELVRCDDE
83592968. EKEEEDDGG | DLI SSNDDE
83562731. q DEKHGAWATEN DLLSLDE
AK106925. q RKEEGE DLLLRDG
57050012. q VWLKDGCTGFA KAAT AALEDSARL GFFSLFL AL CSAL GGKAPRRRGEARRPAAGAAAT SGGASL ATAAL GGQDRGL EMAARREEREKERGERDGEGVQNCGENVAVG L L
83583613. q TLVDRQAMYADRRSKEF| DGVHYFL RVAEANRGRGF| CCPONKCKNGKEYSASRTI HFHL FESGFVPSYNCVIT SHGEQGVEMEEDEVEDDN! PDFAQYVGFEGNQTGEEE! AADG
57050004. q KQRWEVLEQDG G HCSR ELARCDG
51520005. q KEEVHEVRKRENFSRR- (YR ELAHCDG
57050005. q TCKLHEDLKK TAllEL ARCDG
83583593.q TEEVHEVWKVDERS ELARYDG
51520004. q TEEQHEVOKRDG/S SGHASL TRl ELVRCDG
57050017. q DVRKAFDSKADGGG ARGGV
15228781. p GDVEEEEGCVPVHE DLOGDSHGSI SSG CSl VSD
AK101339. q VLS-PPSDL ALLMGESPC EQPI LPTEVWL GSSRVHKKVSCRSSNHSCSENDL VDGDDGRI EYRAPSW TF SVTSSCRRKSSASEA
15231681. p VLK HPSEI AQLVENPSSEQ”! LPTEVWL GSSRVHKKSVRI GSKRSGSEN TEFRGGSW TF SVTSSCRRKSSASEG
15232759, p =HVARDAL | F
15225044, p DL JKSGLTF
AKL05254. q VYL SKAVSGKIM/ANGL AVVGNPCAVWDVOKTI AKRAAAAAAGDRAASCREL TSAL AFDDDEKKEEEDAPNAGAL EEDEV L VGAKKAPR L KNGKVF SEPGARERRNLLELVARI D
15231097. p [TGLTKSVRSRRVDELS | GNPCVWET VGGRPVE
15218652. p XTVROLS” AVNKLR RRSEERSE  NVLAVEEEK EEl HVR VRG GSRKNRKVSNVTTSVD
15237244, p VAQIAEPLKSLPLWG VLRRVWKLK RRKKRLRETLT
1ir3_IRK o) KFYVDGGYL DQ DN HPSFPEVSFFHSEENK
1i as_TGFbR Y YYOEVFSDPSVEENRKMYCECRL RPN PNRVQSCEAL SQLSQREG KM
2phk_Phk QU MIREEVEE OFGSPEVDD YSD FFQQY
2610 2620 2630 2640 2650 2660 2670 2680 2690 2700 2710 2720 2730 2740 2750 2760 2770 2780 2790
2800
N P TR PR DEUD BRI DERSN BUDE DU BEUEE DU DRSS BN DESE SRS DR DU DU DS B DR DU DI BN DU DD BN DR DR DU DU DR DU SR DTN DU DN DU B DR
AK109788. q
AKL09954. q
15238823, p
57050018. q
83592968.
83562731. q
AK106925. q
57050012. q
83583613. q  NDVADDL GOV QNAREDCESEKEAHKL DKM EDHRTSL Y GOEQGHKKL DT TL EL L QMKAKNGVSDKAFGDL LKL VKNI LPGENKL PETTYEAKKI VG L GLEVHKI HACPNDC! L YRGEEYENL EAC™VCKALRYKI RRDDGEVDGOL TKKRI PAKVMAYFP! | PRLRRLFRNKGNARM. RAHAEERQUDGVLKHAD
57050004. q
51520005. q
57050005.
83583593.
51520004. q
57050017. q
15228781. p
AKL01339.q DVDGRTTTDGRNVGSS| GDGLRSLEEE! SPASPGENL YL GHNF
15231681.p DVAE EEDEGRKQ — CEALRSLEEEI G ASPGOSLFLHHNF
15232759, p



15225044. p

AK105254.q GVAGLRFG TRARTVRAASES| EKDAAVLLLRRNQTVKVLGSEAL SKADI FSSLDAKI KHEL GKEQUEEACGKI KHEL VKEQOEKAGNI KQEL VKEQOEKAGNI KOESCGEEQEKACKTKHDAGKGHVEKAVG NL EAGKECQEKVEKNQEKEMKI QEKL GEI FDKAVKSEEKTGON-G EKKI QDTAEKKQEHDARVVCDKY
15231097. p

15218652.p DVY ERLVPEETLPFRRRNFVLRSRSVGAKVG-DPYDGFG DETWTNMRLLI EKER“VTTAAVRLSKSRSVG VRSHKTASRKRY

15237244.p WPGQTCRVW

1ir3_IRK

li as_TGFbR

2phk_Phk

2810 2820 2830 2840 2850 2860 2870 2880 2890 2900 2910 2920 2930 2940 2950 2960 2970 2980 2990
TR PR DEURE DRUEE DESEE DRSS DESE DEDE DD DN DU BRSSO SR R RN DRI DU DS DU DU DU DU DD DU DTN DI DI DI DU DN DU SR R RN BN DU B B

3000

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

GSQV/RNI DRKFKEFCGKDARNI RFGL STDGVNPFCGENVBSGHSTW/VTMC! YNLPPWLCVKRKY! MVIPL T QGPKQCGNDI DVYLRPLVEDL KOLVKKEGVYVWIDEDKOQEEFNL RAL L FVTI NDVW”AL SNL SGOSNKGYKACTHCVDETEST YL KHCRKVVYMGHRRFL AANH - VRKK CKHF EHKADHRTK P KHRSCKTVFA

EKI QDEAKKI Q

TTTOLUTUTTOaTOLoOoO00000000000TOQ

3010 3020 3030 3040 3050 3060 3070 3080 3090 3100 3110 3120 3130 3140 3150 3160 3170 3180 3190
TR PR DEURE DRUEE DESEE DRSS DESE DEDE DD DN DU BRSSO SR R RN DRI DU DS DU DU DU DU DD DU DTN DI DI DI DU DN DU SR R RN BN DU B B

3200

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

MVKDLKVVFCKG GSQHI ESEDGHAAM/KKNS| FVEL PYVEFL DVRHAI DVIVHL TKNL CVNL L GFL GVYGKSKDT L EARNDL KHVECRGDL HPEPKEKGSHYL SPASYTL SKAEKESMFECL GSI KVPSGYSTNI KRI | STKEKKFTNLKSHDCHVLMTQLLPVWI RGH LPDNVRATI TKLCAFMNAI SQKVI DPDRLEA

TTTOLQUTUTUTOaTOLoOoO00000000000TOQ

3210 3220 3230 3240 3250 3260 3270 3280 3290 3300 3310 3320 3330 3340 3350 3360 3370 3380 3390

3400

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.

LONEVWQCLVSFELI FSPSFENI MTHLLCHLVKEI RI LGPMYLHNVFPFERYMGVLKKYVRNRARPEAS| AKGYGTEEVI EFCVEFI EDLRI GVPESRHEGRLRGKGT L CRKAI TTVDNNL FRKAHFTVL QHSSLVAPYI EEHLALVRARNI GKSDAW TRHHI DTFPAVW.ROHLMENESI NQQLAFLARGSGSI TTF

Qo000 o00TOoO



57050005.
83583593.
51520004
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044,
AK105254.
15231097.
15218652.
15237244,
1ir3_IRK
1i as_TGFbR
2phk_Phk

TTTOoTTTOoTOQ00

3410 3420 3430 3440 3450 3460 3470 3480 3490 3500 3510 3520 3530 3540 3550 3560 3570 3580 3590

3600

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004,
51520005.
57050005.
83583593.
51520004,
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044,
AK105254.
15231097.
15218652.
15237244,
1i r3_I RK
1i as_TGFbR
2phk_Phk

QGYEI NGYTFYTRACDVKSTNONSAVRVDAMGHDGT TATYYGAI EDI VEL DYGPLKVPLFRCQUWRL TGGGYM DDSGMITVDLNKVGYSDEFFVL TNDVTQVFFVKDVESKGKKCGRGDEPKRQVVL PGKRKI VGVEDKTDEDYDQLDGQPFTVTI DPSI LLSNEDTPYSRSDHKEGTI MADRDEEQ! LYDTI AEGSS

TTTOLTUTTOoTLoOLoO00000Q0Q0000TOO

3610 3620 3630 3640 3650 3660 3670 3680 3690 3700 3710 3720 3730 3740 3750 3760 3770 3780 3790

3800

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004,
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044,
AK105254.
15231097.
15218652.
15237244,
1i r3_I RK
1i as_TGFbR
2phk_Phk

QYVINEEEGNED~NQYL NEEGNVERDAECNQQGHVERDVEGNCEEEASVEEDCRSAPAEAAKNYVRHSG/WVRDNVEVSTVYVIRRTRARCDHESFVPDSEKEML W TMLETFTL PAGTEDKVKRT L KKMAECQF QSFKGDL YCKY!I LKGOT PNFDT FPKL RDHVDEFVAYKT GEQGQAMVERNKENAAKKKY HHHL GSGG

TTTOLQUTUTUTLTOOO0O0 0000000 00TOO

3810 3820 3830 3840 3850 3860 3870 3880 3890 3900 3910 3920 3930 3940 3950 3960 3970 3980 3990

4000

AK109788. q
AK109954. q
15238823. p



57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

TTTOLQUTUTUTOoaT o000 00000

4200

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR
2phk_Phk

TTTOLQUTUTTOoOaTOLoOoO00000000000TOQ

4400

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004.
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044.
AK105254.
15231097.
15218652.
15237244.
1ir3_IRK
li as_TGFbR

TTTOLQUTUTTOaTOLoOoO00000000000TOQ

YSVAVPKVEQVEASL| ERG EPATANWPERSKFWYYAHGGTLNPADGSLVFGYQ QEAARRL TDAVEASSQGTFRPDRDRDEL TLAL QT PEHPGRTRCGKGVI PVKI GFKEDI HTYRSRIVRSKRDTEAKI ADL EFRVSSYEL NVQEEVARKVDERVAAHRSHDPQ-TI PPAMVSPSCGNRSSCASTGQVASGVAI PTDPSGT

4010 4020 4030 4040 4050 4060 4070 4080 4090 4100 4110 4120 4130 4140 4150 4160 4170 4180 4190

YHCR”I PAGYSKVEVELVEGAYEDL EL DYPGEDGETHLRDTSHAI | LVRRRY! | LPGRQAASRAPSPPAPPSPPCDPAPSPPHAPPAPSPPQAPAST PPQDPARPTPPRAPT PTPPQAPL PAPSKSRAPPAPPPAHT RATKKAKVDAAKNKDPGYDCT QEEL DAYVASEVKRQFKPRSPEKKI Pl DPSVRNFFRGVEASVK

4210 4220 4230 4240 4250 4260 4270 4280 4290 4300 4310 4320 4330 4340 4350 4360 4370 4380 4390

EAI KLSDYERTLKKASSCKSKPVPQLGEQ KQEI EPLVTGKEMT | EQFI TDTGLTTDQLLGVAPI EKAEVKYMYEL CKPLVKPEL L QSL PTOWKFHQL YVEMSAAGREM GARI RDTDFLQGDDI LW NFKG YELYQLDALDVSI MSCW LVEI CRARRRRVFDTGFI DPRRVNVAM. DQYPQETEDNL VHL LKAQHY



2phk_Phk

AK109788.
AK109954.
15238823.
57050018.
83592968.
83562731.
AK106925.
57050012.
83583613.
57050004.
51520005.
57050005.
83583593.
51520004,
57050017.
15228781.
AK101339.
15231681.
15232759.
15225044,
AK105254.
15231097.
15218652.
15237244,
1i r3_I RK
1i as_TGFbR
2phk_Phk

TTTOLQUTUTTLTOOO0Q0 000000 00TOO

4410 4420 4430 4440 4450 4460 4470 4480 4490 4500 4510 4520 4530 4540 4550 4560
NPT U EOUEY ERUDY DY REUU BERTE RNSE DEEY DR DU DR DU DU DRSS BESEE BUDEN BEUSY SESEY RESEN SEUUE BENEE EUEY DY DY DR DU DU DN B BN BUSRN|

KTFI LLPYNTEFHWLLLFDLEACTVNVYDSVDKKESTFDKVFEL | DRAVWRFRHL VRCGKVRERL RRKFKF P CAKCKQGNNL CGYYVCEYCHCLANQ | TTRELDFI RVRDNLTTHKEFI TAVQEQLMEFI NEEI LNPKCGEFYYDCNTI HRSLASELAASTTTSK



